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GENERAL INFORMATION:
File Number:

Sponsor:

Established Name:
Proprietary Name:
Dosage Form:
How Supplied:
How Dispensed:

Amount of Active Ingredients:

Route of Administration:

Species/Class:

Recommended Dosage:

Pharmacological Category:

Indications:

Effect of Supplement:

NADA 140-338, NAXCEL

NADA 140-338

Pharmacia & Upjohn Co.
7000 Portage Road
Kalamazoo, MI 49001-0199

Drug Labeler Code: 000009
ceftiofur sodium

NAXCEL Sterile Powder
Injectable

1 gram and 4 gram vials

Rx

Each mL of reconstituted solution contains

_ ceftiofur sodium equivalent to 50 mg ceftiofur

Intramuscular and subcutaneous injections

Cattle, swine, sheep, goats, dogs, horses, day-old
chickens, and day-old turkey poults

Horse: 1 to 2 mg/lb body weight IM only

(relevant to current submission)
antimicrobial

Horse: NAXCEL Sterile Powder is indicated for
the treatment of respiratory infections in horses
associated with Streptococcus zooepidemicus.

(relevant to current submission)

This supplement updates survey microbiological
data and adds the National Committee for Clinical
Laboratory Standards’ (NCCLS) interpretive
criteria for equine isolates to the NAXCEL Sterile
Powder package insert.



2. EFFECTIVENESS:

Table 2 of the package insert for NAXCEL Sterile Powder presents bacterial isolates
collected over time from diagnostic laboratories in the US and Canada in tabular
format. In the revised package insert, updated iz vifro minimum inhibitory
concentration (MIC) data for equine respiratory pathogens have been added to Table
2.

Table 2. Ceftiofur MIC values of bacterial isolates from diagnostic laboratories* in

the USA and Canada ,
Animal Organism . Number Date MICg** MIC Range
: Tested Tested (ng/mL) (ng/ml.)
Bovine Mannheimia haemolytica 110 1997-1998 0.06 <£0.03-0.25
Mannheimia haemolytica 139 1998-1999 s0.03 <0.03-0.5
Mannheimia haemolytica 209 1999-2000 £0.03 £0.03-0.12
Mannheimia haemolytica 189 2000-2001 50.03 <0.03-0.12
Pasteurella multocida 107 1997-1998 <0.03 < 0.03-0.25
Pasteurella multocida 181 1998-1999 $0.03 <0.03-0.5
Pasteurella multocida 208 1999-2000 <0.03 <0.03-0.12
Pasteurella multocida 259 2000-2001 <0.03 <0.03-0.12
Haemophilus somnus 48 1997-1998 £0.03 < 0.03-0.25
Haemophilus somnus 87 1998-1999 £0.03 < 0.03-0.125
Haemophilus somnus 77 1999-2000 50.03 < 0.03-0.06
Haemophilus somnus 129 2000-2001 < 0.03 <0.03-0.12
Bacteroides fragilis group 29 1994 16.0 s 0.06->16.0
Bacteroides spp.,
non-fragilis group 12 1994 16.0 0.13->16.0
Peptostreptococcus
anaerobius 12 1994 2.0 0.13-2.0
Swine Actinobacillus
pleuropneumoniae 97 1997-1998 <0.03 no range
Actinobacillus ,
pleuropneumoniae 111 1998-1999 5 0.03 < 0.03-0.25
Actinobacillus 126 1999-2000 £0.03 <0.03-0.06
pleuropneumoniae
Actinobacillus 89 2000-2001 £0.03 < 0.03-0.06
pleuropneumoniae
Pasteurella multocida 114 1997-1998 <0.03 < 0.03-1.0
Pasteurella multocida 147 1998-1999 s 0.03 <0.03-0.5
Pasteurella multocida 173 1999-2000 £0.03 < 0.03-0.06
Pasteurella multocida 186 2000-2001 <0.03 < 0.03-0.12
Streptococcus suis 106 1997-1098 0.5 <0.03-4.0
Streptococcus suis 142 1998-1999 0.25 <0.03-1.0
Streptococcus suis 146 1999-2000 0.06 < 0.03-4.0
Streptococcus suis 167 2000-2001 0.06 <0.03-4.0
Salmonella choleraesuis 96 1999-2000 1.0 0.03->4.0
Salmonella choleraesuis 101 2000-2001 1.0 0.5-2.0
Erysipelothrix rhusiopathiae 44 2002 <0.03 < 0.03-0.06
Equine Streptococcus equi
subsp. equi 12 1994 < 0.0019 no range
Streptococcus equi
subsp. equi 29 2002 <0.03 < 0.03-0.05
Streptococcus
zooepidemicus 48 1994 <0.0019 no range
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Streptococcus
zooepidemicus 59 2002 $0.03 < 0.03-0.25
Rhodococcus equi 66 1998 4.0 £0.03-16.0
Rhodococcus equi 42 2002 8.0 <0.03->32.0
Bacteroides fragilis group 32 1995 > 16.0 0.13-> 16.0
Bacteroides spp.,
non-fragilis group 12 1995 4.0 0.25-4.0
Fusobacterium necrophorum 16 1995 < 0,06 no range
Canine Escherichia coli 26 2000 32 0.25->32
Proteus mirabilis 14 2000 0.25 0.06-0.25
Turkey Escherichia coli 17 1998-1999 1.0 0.25-1.0
Escherichia coli 25 1999-2000 0.50 0.12-0.50
Escherichia coli 20 2000-2001 2.0 0.12-16
Citrobacter spp. 37 1985 320 0.5->32.0
Enterobacter spp. 51 1995 >32.0 0.13->32.0
Klebsiella spp. 100 1995 1.0 0.13-2.0
Proteus spp. 19 1995 1.0 0.06-32.0
Pseudomonas spp.*** 31 1995 >32.0 0.06->32.0
Salmoneila spp. 24 1865 1.0 0.5-1.0
Staphylococcus spp.
{coagulase-positive) 17 1995 2 1.0-2.0
Staphylococcus spp.
(coagulase-negative) 26 1995 8 0.13->32.0
Chicken Escherichia coli 62 1997-1998 0.50 0.25-2.0
Escherichia coli 53 1998-1999 4.0 0.25->4
Escherichia coli 67 1999-2000 0.50 0.12-16
Eschenichia coli 90 2000-2001 1.0 <(0.03-8

*The following in vitro data are available but their clinical significance is unknown.
**Minimum inhibitory concentration (MIC) for 90% of the isolates.
#*+*MICs, is 32 pg/mL

The interpretive criteria for equine isolates have been-added to the package insert.
The interpretive criteria for ceftiofur are described below Table 2 in the package
insert as follows:

Based on the pharmacokinetic studies of ceftiofur in swine and cattle after a single
intramuscular injection of 1.36 to 2.27 mg ceftiofur equivalents/Ib (3.0 to 5.0 mg/kg)
body weight (swine) or 0.5 to 1.0 mg ceftiofur equivalents/Ib (1.1 to 2.2 mg/kg) BW
(cattle) and the MIC and disk (30 pg) diffusion data, the following breakpoints are
recommended by NCCLS.

Zone diameter (mm) MIC (pg/mL) Interpretation
>21 <2.0 (S) Susceptible
18-20 4.0 (D) Intermediate
<17 > 8.0 (R) Resistant

A report of “Susceptible” indicates that the pathogen is likely to be inhibited by
generally achievable blood levels. A report of “Intermediate” is a technical buffer
zone and isolates falling into this category should be retested. Alternatively the
organism may be successfully treated if infection is in a body site where the drug is
physiologically concentrated. A report of “Resistant” indicates that the achievable
drug concentrations are unlikely to be inhibitory and other therapy should be selected.
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Based on the pharmacokinetic studies of ceftiofur in horses after a single
intramuscular injection of 1 mg ceftiofur equivalents/lb (2.2 mg/kg) BW, clinical
effectiveness data and MIC data, the following breakpoint is recommended by
NCCLS.

Zone Diameter (mm) MIC (pg/mL) Interpretation
>22 <0.25 (S) Susceptible

The susceptible only category is used for populations of organisms (usually one
species) for which regression analysis (disk vs. MIC) cannot be performed. These
breakpoints will permit detection of strains with decreased susceptibility as compared
"to the original population.

3. TARGET ANIMAL SAFETY:

This supplement to NADA 140-338 does not change the target animal safety data
for this product.

4. HUMAN SAFETY:

This supplement to NADA 140-338 does not change the human safety data for
this product.

5. AGENCY CONCLUSIONS:

The data submitted in support of this NADA satisfy the requirements of section
512 of the Federal Food, Drug, and Cosmetic Act and 21 CFR Part 514 of the
implementing regulations. The data provide updated equine clinical microbiology
information and NCCLS interpretive criteria for use by veterinarians to assist
them in making sound therapeutic decisions for the use of NAXCEL Sterile
Powder in the horse.

The product remains restricted to use by or on the order of a licensed veterinarian
because professional expertise is needed for the diagnosis and treatment of
diseases in cattle, swine, sheep, goats, dogs, horses, day-old chickens, and day-old
turkey poults.

This approval does not qualify for marketing exclusivity under section
512(c)(2)(F)(iii) of the Federal Food, Drug, and Cosmetic Act.

According to the Center's supplemental approval policy (21 CFR 514.106), this is
a Category II change. The approval of this change is not expected to have any
adverse effect on the safety or effectiveness of this new animal drug.
Accordingly, this approval did not require a reevaluation of the safety and
effectiveness data in the parent application.
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Facsimile labeling is attached as indicated below:

Package insert
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Pharmacia
&Upjohn

Naxcel®

brand of ceftiofur sodium
sterite powder

For intr tar and subcut in cattie cmv For intramuscular
injection in swine, sheep, goats, and For joction only In doge,
day-old chickens and day-old turkey poults. This product may be used in lactating
dairy caftie, shoep, and goats,

inio oti
U

CAUTION: Fadaral (USA)} Iaw restects this drug 10 use by of on the order of a hcensed vet-
ennanan.

DESCRIPTION
NAXCEL Sienle Powder containg tha sodwm sall of ceftiofur which 1s a broad spectram
cephalosporn ankbiohe achve aganst gram-positive and gram-negative bactena inchud-
ng B-actamasa-producing strams. Like other cephalosporns, cefiofur is bactencidal i vitro,
resulting from inmibiion of cell walt synthes:s.
Each mi. of the reconstiuied tirug contamns ceftofur sodium equivaient to 60 mg coftofur.
The pH was adjusted with sodium hydroxide and monobasit potassum phosphate.
Chemicat Structure of Ceftiotur Sotium Chemicat Name of Cefhofur Sodum
HH_ S §-Tma-1-azahicyclo[4.2.0]oct-2-ene-2-car-
3 @ boxyhic acd, 7-{[(2-aminc-4 mazolyl)imethoxy-
"“_\l‘(,cn- s mino)-acatyljamino}-3-{ {(2-furanylcasbonyl )
tf#L H thio} methyl]-8-oxo-, monosodium salt, [6R-
D 6,78 (21}

RECONSTITUTION OF THE STERILE POWDER
NAXGEL Stonte Powder should be reconstifuted as follows.
1 gram vlal——-F!eccmsMuie w»lh 20 ml. Sterie Waief for Inyechion. Each mL of the result-
ng 1 {0 S0 my cefteolur.
4 gram vial —Reconstiute with 80 mt. Steme Water for imection. Each mi of the sesult-
ing solution contans ceftiofur sodium equivalent to 50 mg cettiofur.

STORAGE CONDITIONS

Store unreconstituted p ate room ten 20025 C{68 to 77 F)
{see USP].

Stofe reconstituted product either in a re(ngetator 2’168 C (36" 10 46" F)forup to
7zdzys or al ot Toom 20" to 25° C (68" to 77" F} [see USP) tor up to
12 hours.

Protect Iram light. Color of the cake may vary rom off-white lo a tan color. Color does
not atfect potency.

ONE-TIME SALVAGE PROCEDURE FOR RECONSTITUTED PRODUCYT
Althe end of the 7-day refngemnion or 12-hour room ture st

penod f

any ituled t may be frozen for up 16 B weeks with-
ou! loss in polency or other chemical properties. This is a one-dime anly salvage procedure
for the remaiing product. To use this salvaged protiuct al any tme during Ine B-wesk stor-
age penod, hold the vial under warm running water, gently swiring the container ta accel-
erate thawng, or aliow the frozen matenat to thaw at room temperature. Flapid freezing ar
thawing may resuit in vial breakage. Any p not used y upon g should
be discarded.

CLINICAL MICROBIOLOGY

Summanes of MIC data are presented in Tables 1 and 2. Testing followed NCCLS Guideines
{National Committee for Ciimical Laboratory Standards).

Table 1. Cafiofur MIC Values of Baclerial Isolates from Clinicas Fleld Studles in the USA

Naxcel
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Table 2. Ceftiofur MIC Valuows of Bacterial isolates from Diagnoetic Laboratories inthe USA
= and Canada*

Anima¥l Organiem Numbe| Date (m Il(&m
Bovine | Mannheimia haemolytca 461 1988-1992 0.06 50.03-0.13
Mannbeimia haemolytica 42 1993 D.15 <0.008-0.03
Fasteurelia multocida 318 19688-1992 0.06 <0.03-0.25
FPasteurella muflocida 48 1993 <0008 | <D.003-D.015
Haemophilus somnus 108 1988-1992 0.06 £0.03-0.13
} 0 58 1993 <0.0019 10 1aNge
Fusobacierium
necrophorum 17 1994 <0.06 no rangs
 Swine | Actinobacifus pleurcpn: 83 1993 5003 | <0.030.06
‘ Fasteurells aultocids 74 1993 5003 | <0.030.06
| _Straptococous suis 94 1993 025 £0.03-1.0
Salmonetia choieraesuis 50 1903 1.0 1.0-2.0
beta-hemolytic
Streptococeus spp. 24 1893 <0.03 £0.03-0.06
ACt! iius suis 77 1998 0.0078 | 0.0019-0.0078
Haomopluius perasuis 76 1998 Q.06 0.0038-0.25
Sheep | Mannheimia haemolyica 39 1992 0313 <0.03-0.13
Pasteurelia muitocida 23 1982 <0.03 no range
Canine|_Escherichia coli 4 1992 4.0 0.06-64.0
[ Eschonchia coli 18 1990 0.25 0.13-0.5
Proteus mirabrlis 17 1980 $0.06 <D.06-0.5
Proteus mirabils 23 1962 1.0 $0,06-4.0
Turkay § Escherichia coli 1204 1995 .0 0.13->32.0
( nhibitory cor (MIC) for 90% of the isolates.

Arimal | Organiem Number]  Date =T MCrange |
b Testod|  Tested (';‘.'5.‘&) gLy
Bowne | Mannhewmia haemolyhca 110 1997-1908 0.06 <0.03-0.25
Marriheima haemolyiica 139 19061990 $0.03 £0.03-0.5
Mannhema haemolyhca 209 1999-2000 <0.03 <0.03-0.12
Mannhesmia haemolyca 189 2000-2001 <0.03 %0.03-0. 12
Pastevrelia mullocida 107 1997-1998 £0.03 £0.03-0.25
Pasieurelia multocida 181 1998-1999 =0.03 £0.03-0.5
Pasteureils matocida 208 1999-2000 %0.03 %0.03-0,12
Pagteuralia muitocida 259 | 2000-200% 50.03 £0.03-0.12
Haempphilug somous 48 1997-1998 <0.03 £0.03-0.25
Haemophilus somnus 87 1998-1989 0,03 <0.03-0,126
Haemophilus Somnus 77 198992000 <0,03 <0.03-0.08
| Haemophilus somnus 129 | 2000-2001 £0.03 £0.03-0.12
| Bagleroides f1agis group 29 1994 180 £0.06->16.0
Bacteroides spp.,
non-fragils group 12 1994 16.0 0.13->16.0
POpioslr eplococcus
anaerobius 12 1994 2.0 0.13-20
Swne Pleurcpn. 97 1997-1998 £0.03 no rangs
Actinobacilius pleuropn. 111 1998-1999 <0.03 <0.03-0.25
Actinobacilus pleuropo. 126 1999-2000 50.08 £0.03-0.06
ifus plevropn. 89 2000-2001 50,03 £0.03-0.06
Pasteureila muliocida 114 1997-1908 <0.03 $0.03-1.0
Fagtourella multocida 147 1898-1999 <0.03 <0.08-0.5
Pasteurella muitocida 173 1999-2000 £0.03 £0.03-0.06
Pa i ik 186 | 2000-2001 <0.03 <0.03-0,12
Strep suis 106 1597-1908 0.5 <0.03-4.0
Strep Suls 142 $998-1809 0.25 <0.03-1.0 "]
Strep Suis 146 1999-2000 0.06 <0.03-4.0
Streptococcus suis 167 2000-2001 0.06 <0.03-4.0
: a choleraesuis 96 1999-2000 1.0 0.03->4.0
Sakroneila choleraesuis 101 2000-2001 1.0 0.52.0
Erysipeiotirix
rhusiopathiae a4 2002 <0.03 £0.03-0.06
Equing | Steplococcus equi
- _s_u_?_a_geqw 12 1994 50.0018 norange |
Streplococcus e
SUbSR. oqui 29 2002 <0.00 50.03-0.05
ZODEPICeNicus 48 1994 $0.0019 o range
zopepidemicus 59 2002 <0.03 «D.03-0.25
Frodococtus equ 66 1998 4.0 £0.03-16.0
Ahodococous equl 42 2002 8.0 £0.03->32.0
Bacieridos fragiis group 32 1905 >16.0 0.13-»16.0
Bacieroides spp.
M 12 1995 4.0 0.26-4.0
Fusobacterum
necrophorum 8 1995 <0.06 no range
Canine | Eachenchia cok 26 2000 3z 0.25->32
Prteus miradilis 14 2000 azs 0.06-0.25
Turkey | Edohenichia col 17 1998-1999 1.0 0.25-1.0
Egchenichia coli 25 1999-2000 0.50 0.12-05
Escherichia coli 20 2000-2001 2.0 0.12-16.0
Cirobacter Sop. 37 1995 3.0 0.5->32.0
Enferobacter spp. 5% 1095 »>32.0 0.13>320
Kisbsiolla spp. 100 1995 1.0 0.13-2.0
Profeus spp. 19 1995 1.0 0.06-32.0
Py spp.""" 3 1995 »32.0 0.06->32.0
Salmonolia spp. 24 1995 1.0 0.5-1.0
Staphylococcus
(coagulasa posdm 17 1995 20 1.0-20
“{ Staphylococous
{coaguiase nmﬁ) 26 1995 8.0 0.13->32.0
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Arimal | Orgamism Wumber]  Dalo MICo, | WAC Rang
Tosted |  Tested | (ugimb) | (ugmt]
Chicken | Egchenchva col g2 | t9o7-1998 | 050 025-2.0
Eschavichia col 53 | 19961099 40 0.254.0
Escherichia col 67 | 19090000 | 050 0.12:16.0
Escharichia coli 90 | 20002001 Lo 0.03-8.0

. The lonowmg in wlm dala are availagie but ther clmicat signficance 15 unknown,
- {AIC) fox SP5 of the wsolates.
*** MIC;q is 32 pglmL

- Based on the pharr e stuches of cefhiofur in Swine and catlie after a single inbra-
<" muscutar mjection of 1.36 to 2.27 mg cefticfur aquivalents/b (3.0 16 5.0 mgikg) BW {swine}
of 0.5 10 1.0 mg cethiofur equivalentsAb (1.1 10 2.2 mg/kg) BW (cattie) and the MIC and disk
{30 pg} diffusion data, the following breakpomts are recommended by NCCLS.

2one Diameter (mm) MiC (pg/mi) inlerpretation
; =21 £ 2.0 {8) Suscephbie
18-20 4.0 {1} Intermediate
: 517 280 {R} Resistant

A repor of “Suscephbie® that the pathogen 1s lkely 16 be mhityted by gener-
ally acmevahle blood tevets, A report of 'Intermedta(e 1§ a technical buffer zone and 150-

lates falling into this category should be ret vely the Org: may be suc-
cessfully treated i the mlacuon is in a body sma where arug 15 physiojogically concentrated.
A treport of °F inatthe rug are unikely 10 be

nhibitory and other therapy should be selectad.
Based on the pharmacokinglic studies of ceftiolur :n norses alter a single ntramuscu-

lar mjectonnof 1 mg q b (2.2 me/kg) sw chmcaI effectiveness data and
MIC data, the faliowing b s ded by N
Zone Diameter {(mm) MiC (ng/mi) lmorpgelalion
222 £ 0.25 {S) Suscephble

The susceplible only category 15 used for of org {usualy one species}
for wiwch regression analyss (disk vs. MIC) cannot ba performed. These wilt
permit detaction of strans with p ulit ty as d to the criginal
population,

St dized procech 1 require the use of laboratory control orgamsms for both stan-

diftusion’ qr ma sa Hilgtion q ug cemﬂur sodium
disk shoutd give the §: and thea cefhok
powder {or disk} should provnde lho foliowing IMIC vaives for the reference stran. Ceftiofur
ium Sisks oF p! 18 approp for both ceftiofur saits.
Tabie 3. Accoptable control ranges for cofticfur againet National Committoe for Clinicat
mm% recommended Ametrican Type Culture Collection (ATCC)
X reference etrains
“forganiem Name (ATCC ] Zono Diamoter WIC Ran
(mew) (gt

Escherichia coli (26922) 26-31 0.25-1.0
Siaphylococcus aureus (29213} — 0.25-1.0
Staphylococcus aursus (25923) 27-31 —
f ginosa (27853) 14-18 16.0-64.0
Actis ilius plaurop iae (27000) 34-42* 0.004-0.016"~
+ il (700025 36-46™ 0.0005-0.0047

= All testing performed using a 30ug disk.

** Quality control ranges are applicable only to tests perforrnad by aisk diffusion test usng
a chocolate Muaelier-Hinton agar, incubated n §-7% COy, for 20-24 hours,

=** MIC quahly control ranges ata e applicable only to ‘eem )periormed by broth micradiuton
p usIng vet

CATTLE USE INFORMATION
indications
NAXCEL Sterile Powder 18 for | of boving resp y o (smp-
pmg fever, p iated with Vi iytica, Pasteurell:
l-ﬂemopmmmus NAXCEL Sterile Powder is aiso maicated fm' lreatment of acute
bovina i g (foot rol, p titis) ted with
- d Ba ; 7
‘and Admini s
Administer to cattle 2! the dosage of 0.5 to 1.0 mg cefhofur i por pound of boay wengm { l-
2mb stiluted sterile per 100 Ib body wenght) ult be rep
at 24-hour intervals for a total of three days. may be given

on days four and hve for animals which do net show a satisfactory response (not resov-
erad) after the inbal thuee reatments. Selectxonal dosaga {0.5t0 $.0 mg/m) should be based

on the practitioner's judg: of ty of {i.e., loe respi y d axtent
of elevated body ¢ o d physicat i y rate,
coughing and/or loss s of appetite; and far foot rot, extent of Hling. fesion and y
jameness).

Animai Safety

Results from a five-day tolerance study in normal lesder calvas indicated that formulated
ceftiofur was well tolorated at 25 times {25 mg/Ab/day) the highast recommended dose of
1.0 mg/it/day for five consecutive days. Cefliofur adminstered intramuscularly had no adverss
systemic effects.

ina 15 uay satetyltomty stuay. hve smet and fwe neifet calves pet group were intra-
at 0 {vemete contrai}, 1,3, 5 and 10times the
nghest recommended dose 6f 1.0 mgAb/day to detesmine the sa'ely factor. There were no
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agvern systemic effocis mmicating thal the formuiated cofticfur has a wids margn of safely

whan mecied nhiamusculardy into the feader calves al 10 tmes (10 mgAt/day) the recommenged

dosa for threa times {15 days) the recommanaad threa to hve days of meraw The lormuvahon

was shown lo he a shight muscle iriant based on rasults of ksl

of ma mlecnon sites at 1 sng 3 1vmes the mgnasl recommended dose of 1.0 my/ib/day. The
g cat d at po: neat days 1, 3. 7 and 14.

The imachion of NAXCEL® Steme Powder al e rac dose admi sC
in the neck of catlie was wali (oleraled, Howaver, a several square centimetar araa of yel-
iow-red discoloralion sesulting from a single ST injaction persisted vy many of the catlie beyond
4.5 days past- srgechinn. Also, one of the animals deveioped an abscess at the ijechon-sde,

{ Warnings: N taughter drag withd 1 interval nor

ap
a milk discard bme s required when s ¢ produtt 1s used accordng to label
indcations, dosage, and rovte of . Use of ges i excess

of thoso mndicated or by unappraved routes of admimistration, such as intra-
mamematy, may raselt in lisgal residues in edible tissues and/or i milk.
Pracautions
F d v of ceftiofur sothum i the neck, smali areas of dis-
coloration at the sts may pessist beyond ﬁve days, potentially resuiting i tim loss of etiible
tssues at staughter.
As wath any parenteral i post-mjection baclenal infectons may resuit
n abscess formation Attention to hygvemc ptocedures can mimimiza their occurence.

SWINE USE INFORMATION

indications
NAXCEL Stenle Powdev I mmcaied for (reatmen(/cmhol of swine bactenal respiatory
ch (swme ] pns assocuated with Acrcnonaaﬂus (Haemophilus) pleuro-
ftoci and s suis type 2.
and fal on

Administer to swine al a dbsage of 1,360 2.27 my cetbofurb (3.0 to 5.0 mg/kg) of body
weoight{3 mL of recansiiuted-storde solution 22 to 37 pounds of body weght). Treatment
should ba repeated at 24-hour intervals for a total of three consaculive days.

Animst Safety

Results from a five-day talerance study in normal feeder pigs indicated that formutated
ceft:ofur was well tolerated when administered at 57 mg/ib (more than 25 times the high-
est recommended daily dosage of 2.27 myb of bady wesght) for five consecutive days. Cefctur

yto pigs ¢ no oven adverse signs of toxicity.
Ta dstermine the safety !ac\or and 1o measure the muscle wntancy potential in swine,
dy was i, Five and five gits per group wess intramuscuarky

admsmstered ‘formutated ceftiofur at 0, 2.27, 6.81 and 11.36 mg/b of body weight for 15
days which 18 0, 1, 3 and & times the highest recommended dose of 2.27 mg/ib of body
weightiday and & msuucmmawentmmlengmu ars. Thers ware no acuamse
stemic effects indicat: lhal f lated ceRofur has a wide margin of safety when njected
»Mramusculany nto feader | prgs at the nighest recommended dbse of 2,27 mg/ib/day for
3 cays of ot ievels up to b tmias the highest recommended dose for § tmes the recommendsd
fength of freatment. The formulation was shown to be s shight muscle mnant based on resulls
of fon of the iy sdas at days 1,2, 3 and 4.
By day 10 post the ¢l tion was g and ot day 15 post injection
there was ittle evdence of muscie damage in any of the pigs n any of the treatment groups.
' Resldue Warnihgs: No pre-slaugmst diug withdrawal interval ;5 required '

when using ths prod g to jabei tons, d and (oute
of tion. Use of dosag ‘i excess of those ndicated of by unap-
proved toutes rnay rasult in iegol residues in edible tissues.
Precautions
The safety of cefliofur has not basn determined for swine intendsd for breeding,

SHEEP USE INFORMATION

indications
NAXCEL Sterite Powolr is i d tor of sheep tory {sheep pneu-
monia) with iManith and Pa: H itoci
and kbt

Admm«sler to shaep at the dosage of 0.5 to 1.0 mg ceitiofur per aound of body weagm
(1-2 mi. reconstituled sterile soluton pes 100 lbs body welgM) Treatment should p
at 24-nour intervais for & tolal of three days. A [/ may be given
on days four and five for anjmals which do not show a salisfactory response {not recov-
ered) after tha bal !hree wealments Seleahon of dosage (0.5 to 1,0 mg/ib) should be based

on the prach "$ judgement of ty of d @i.e., extent of sievated body tem-
D ysicat ncreased (espll‘alory rate, toughing and/or oS
of appette).
Animal Safety
ina lscay safetyflonaty sludy s sheep, mree wether and three ewe lambs per group
ware givan f ceftiotuc by the route ( (stenie water vahicie),

1, 3or § times the recommenaded dose of 1.0 mgib/day for 3 mas the recommanded max-
imum duration of 5 days of ireatment. There were no adverse systemic effscts indicating
that formulated ceftiofur is well foleraled and has a wide marg of safsty In sheep. Based
on axammation of injection snea from study days 8, 11, 13 and 15, alow ncidence of visual

and hi g8 of mild, s from all groups includ-
ng the dicated thal the for ion 15 a shgm le wedant.
Residue Warnings::Neither a p drug interval nor
3 milk discard bma is required when Ihis “product 15 used according o fabel
indicahons, dossge, and route of ad . Use of ges in excess
of those o 6r-oy o' voules of such as intra-
mammary, may result in itegal residues in edible lissues and/or vy mitk.
GOAT USE INFORMATION
indications

NAXCEL Stentie Powpes 15 indicated for treatment of caprine respiratory disease {goat

pneumoma)d associated with Mannheimia haemoiytica and Pasteurelia muflocioa.
a
4

Admmuster 1o goats at tha dgsage of 0.5 to 1.0 mg caftiofur per pound of body weight (1-2 mL.
reconstituted sterie solution per 100 ibs body wengM) Trnmmem should be repested at
24-hout intarvals for a total of thres live days. A i ts may be given
on days four and five for animals which do not show 8 satisfaciory response {not recov-
ered) alter the invbiat thwae teatments. Selechion of dosage (0.5 16 1.0 mgfib) should be based
on the practiioners |udgampnt of seventy of disease {i.e.. sxtend of elevated body tem-
perature, dep Y 2. Ing respiatory rate, coughing ana/or loss
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of anpetile). Pharmacokinehc data indicate that eimmatinn of ha drig s more samd m 1ac
tating does. For lactating does, tha igh and of the dose range 1S racommended,
Animat Safety
in a 15-day salely toxcdy study § Iactahing does, 5 dry does, and 5 walhers were gvan
formuiated ceftiofur by the 1oute with 11 mg/kg/day for 15 days. This con
stituter 5 times the racommended dose for 3 imes the racommended maxmum tuabion
5 days of treatmeni. There were no adverse systemic aifects inginaling that formulated
cefiinfur 15 well tolerated and has a wide margin of safely in gnats,

Residue Warninge: N a pre g trug mterval nor
a mn!k thacard ims 1s requived when this product 18 used arcovmng 1o tabet
3 g6, and raute of 1. Use of dosages i excess
of those or P! d routes of hon, such as intra-
mammary, may resuit inilegal residues in edibie Hssues and/ar i mitk,
HORSE USE INFORMATION
indications
NAXCEL Stenie Powder 18 v tad for treat of r y nfectiong in horses asso-
ciated with Si 0
5 and Administrati
Admunster o horses al a dosage of 1.0 10 2.0 mg cetbofur per pound of bady weigl (2-4 mL

A stente per 100 1b body weight). A maximum ol 10 mL may be admn-
1stered per injecton site. Treatment should be repeated at 24-hour intervals, continued for
48 hours after cinical signs have disappeared and should not exceed 10 days.

Animai Safety

In a salety study, horses a daily i, njection of either 0 mgAb/day
{saline control). 1.0 mg’mlaay (SO mglmu. 3 0 mg/lb/uay (100 mg/mL}, or 5.0 mg/iv/aay
{200 mglmL of an aq for 30 or 31 days. Ceftofur sothum
was weil ¢ when ad 5t to male and famale horses al
doses up 16 5.0 my/ib/day for 30 or 31 days. No chacal ev-dence of irrilation was noted al
any dose. The drug-«elated changes detacted n this study were hmﬂed foa transuem decrease
n food consumpton in horses receiving 3.0 or 5.0 mg/ib/day and g | mild skele-
tai 1 itatson at the injaction sites wiwch resol by tion of 1o fibers.

in 3 tolerance sludy. 1ses racerved a single daily intravenous mfusion of either 0 (saline),
10 0 or 25 D g/in/day of a0 {50 mg/mL) of ceftiotur for 10 days. The results
ind R of L 0y yata dasa of :0 Gor 25 0 mgAb/day appar-
ently can change the baﬂsnal fiora ol the Iarge 1 g 10
of the large intestine with and other chmcai signs (loose feces. eat-
g badding straw, dehydraton, mllmg of ol and a dull,
food consumphon, a lass of body weght, hematologic changes relusd o atula nﬁammahon
and stress, and serum Yy reiated to D and thar-
thea were also associated with treatment at these doses. The adverse offects were most
severe g few days after dusing was imtiatad and tended lo become less severe loward the
end of the 10-day dosing pernod.

. Residue Wamings: Not for use i horses ink for human cor 0 .

Precautions
The sﬂety of cemolur has not been tor horses int for breeding. The
1o horses under condiions of stress may be assucna!eu with
atute diasrhea lhat could be fatal. if acule di 15 observed, i use of this anti-

microtal and inhiate approprate therapy.

DOG USE INFORMATION
indications
NAXCEL Slen\a Powders is ingdicated for the treatment of canine unnary tract infections
ichig coli and Proteus mirabiks,
Dosage and Admlnluradon

Administer tc dogs by sub tion at a ge of 1.0 mg cettolur per
pound of body weight (0.1 mL reconstituted s'anle solubon per 5 Ibs ot body weaighi). Treatment
should be rep: al 24-hour i tor 5-14 d

Heconslmned NAXCEL Sterile Powder 15 1o be admnmstered 10 dogs by subcutaneous

ion. No vial should be more than 20 times. Therefore, only the 1 gram
vial is approved for uss i dogs.
Animal Safety
Ceftiofur was well atthe t dose and s safe for the treaiment

of unnaty tract infections in dogs. in the acute safaty study, caulcfur was walt tolorated by
dogs at the recommended level (1 ummb)fors -14 days. When
for 42 consecubve days, ana of Iom thre gopenia (15 days) and
anemia (36 days). ™ mia also occumed 2t the 3X and SX dose levels.
In the revarsibility phass of the study (sx dose}, the lhmmbocmpsma feversed within 8 days,
and of the two the male d within 6 weeks and the female was sac-
nhced due 10 the seventy of ine anemia.
in tha 15-day tolerance sludy in dogs. high subcutanecus doses (25 and 125 times the
doss) p 8 prog and dose-reiated lhmmbocylopema,
with some togs aiso ib i3 and bone
noted in dogs Wreated with ceftofur ware similar {0 those associates wih lmg-lmn
caphalosponn admnistraben in dogs and also man. The hematopoetic effects are not expected
1o occur as a result of rezommended therapy.

Precautions

Tha safely of ceftiofur has not been d for dogs d for g, of preg-
nant dogs.
DAY-OLD CHICKEN USE INFORMATION
indications

NAXCEL Stenle Powder is inditated for the conteol of early morlaity, associated with
E. coii org tibte to cetlialur, iy day-old chicks.
D and A th

Admsnster by suhcutaneous injection in the neck region of day-ald crucks at a dosage
of 0.08 to 0.20 mg celicfgochick. One mL. of the 50 mg/ml reconstituted soluhion will fraat
approximately 250 1o 624 day-0'd chicks.

Heconstrtuted NAXCEL Steriia Powder s to be d by yoct
only. A sterie 26 gauge needie and synnge or properly ¢ d aut it 16ct
machine should be usad.

Animal Satety

in an acute toxcty stugy of ceflicfur in day-old chicks, a lotal of 60 male and 60 lematle
thicks were each given single subcutaneous injections of 10, 100 or 1,000 mg/kg of body

Naxcel
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waighl. Treatment on day 1 was lol!aned hy 8 days of obsevvai:on. Dndy weight was deter-
mingd qn days 1, 4 and 7; and et on day 4,
No meanmgﬁu diflerances were noted among the t !rea!ea ang coMrol graups of crucks for

the ¢ Histopatl tion of ali deaihs and chicks surviving to
1emunation tid not reveat a targel organ or tssue of potential toxicily of ceftiofur when admin-
sstered af up to 20 himes (10D mg/kqg) the intended Mghest use dosage.
DAY-OLD TURKEY POULTS USE INFORMATION
Indications

NAXCEL Starde Powder s indicated for the conirol of early mortality, associated with E. cofi
t_:!ganums sump'hb.la to 9eﬂ|ofm, in day-old lurkey poults.

A ad

n the neck region of day-old turkey pouits at a dos:
of 0.1740 0.5 mg ceﬂmﬂurlpouu One mL of the 50 mg/mL reconshlul?d solution wilt 13

approxmately 100 to 234 day-0l0 lurkey poults.

Recansttuted NAXCEL Siernite Powder s fo be ed by inject
only.
Animat Satety

in an-acute toxioty study of calhohn n nay'om turkey pouns. a Ioial of 30 male and 30
fomale poulls were each single of 100, 400 or 80O mgkg
body waight. Ingecton on day 1 was toilowed by 6 days of obsewahom Yoty weignt on days
1. 4,8nd 7, and ters on day 4. No maaningful tiiferences were
noted tetween "w treatad groups a! 100 or 400 mg cefliofur/kg and a negalive control group
for the p. hion of deaths and poulls surviving o

Ietmmahcm dd notrevea! a largat organ or nssue of potental texcity of cettiafur when admin-
maud it up | 1050 hmas {400 mo/kg) the tighast use dosage. A dose of 800 mg/kg (100 timas
the use go) was toxie, g i clinical signe and deaths accom-

panied by gross and mic mory 91G tissue

CONTRAINDICATIONS
As wilh all drugs, the use of NAXCEL Sterie Powder 1s contraindicated in ammals pre-
vicusly found to be hyparsensitive to the drug.

WARNINGS
NOT FOR HUMAN USE, KEEP QUT OF REACH OF CH!LDREN

[; 080 can cause allergic. n Topicat

H] w suc*l ftiofur, may eicit mitd o severe aliergic reac-
tions or pmlmgeu exposure may lead tc sensitizaton. Avoid
dirgct contact of the ptoduat with the siun, eyes, mouth, and clottung.

Persons wih 8 known hyp y 1o pemcilin or cephal should avoid
exposure 10 this product.

in cage of accidental eye exposure, flush with water for 15 mnmes. ln cass of actdental
skin exposwie, wash with sosp and waler. Remove 9. I gic veac-
tion ocewrs {8.9., skin tash, hives, difficuit g), seek medical attenti

The matenal salely data sheet contains more d d ational safety inf d
To report adverse effects in users., to obtain more ink ion or obtamn a il safety
data shaet, calt 1-800-253-B600.
ADVERSE REACTIONS

The use of cefliolur may sesult in some signs of immediate and bansient local pan 1o the
animal.
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